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1. This opinion contains indications relatmg to the following items: 

Basis of the opinion 
Priority 

Non-establishment of opinion with regani to novelty. Inventive step and industrial applicability 

Lack of unity of invention 

Reasoned statement under Ride 43to.l(a)(i) with regard to novelty, inventive step or industrial 
applicabUity: citations and explanations supporting such statement 

Certain documents cited 

Certain defects in the international application 

Certain observations on the international application 

For further options, see Form PCT/ISA/220. 
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3. For further details, see notes to Fom PCT/ISA/220. 
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Fonn PCT/ISA/237 (cover sheet) (January 2004) 



WRITTEN OPINION OF THE 
INTERNATIONAL SEARCHING AUTHORITY 

Box No. I Basis of this opinion 



International application No. 
PCT/US05/O7365 



1 With regard to the language, mis opinion has been esublished on d« basis of the intentional application in the language in which 
it was filed, unless otherwise indicated under this item. 

2 With regard to any nucleotide and/or annno acid sequence disclosed in the international application and necessary to the 
* claimed invention, diis opinion has been established on die basis of: 

a. type of material 
I I a sequence listing 
i i table(s) related to die sequence listing 

b. fonnat of material 
I I in written format 
I I in computer readable form 

c. time of filing/furnishing 
I I contained in international application as filed. 

□ filed togedier with die international aRilication ui computer readable fonn. 

□ furnished subsequently to tills Authority for die purposes of search.. 



Se aSSnS fiTed or does not go beyond the application as filed, as appropnate. were fimushed. 



4. Additional comments: 
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WRITTEN OPMON OF THE 
INTERNATIONAL SEARCHING AUTHORITY 



International application No. 
PCT/US05/07365 



i^o. V Reasoned statement under Rule 43 W..l(a)(i) with regard to novelty, inventive step or industrial 
applicabiiity; citations and explanations supporting such statement_ 



Statement 

Novelty (N) 



Claims 1-38 



Claims NONE 



.YES 
NO 



Inventive step (IS) 
Industrial applicability (lA) 



Claims 1-38 



Claims NONE 



„YES 
NO 



Claims 1-38 



Claims NONE 



_YES 
_N0 



2 Citations and explanations: 

. - . . ■« Di-r Artinii* '^'^(T.UT, becausc the prior art does not teach or fairly suggest the use of an agent 
SL^?i^S^.:^on o^^r^^^^^^ «pab.e of increasing the production of ^ p.o«.n d.s™pted 

by a mutation in the same gene. 

Claims 1-38 the criteria set out in PCT Article 33(4), and thus have industrial applicability because the subject mm^ claimed can be 
made or used in industry. 



Form PCT/ISA/237 (Box No. V) (January 2004) 



* I International application No. 

WRITTEN OPMON OF THE 
INTERNATIONAL SEARCHING AUTHORITY PCr/US05/07365 

Box No. Vra Certain observations on the international appMcation 

The following Observations on the clarity of the claims, description, and drawings or on the qt^stions whether the clain« are fiUly 
supported by the description, are made: 

. . 1 lorit^ nnH^rPmiule 66 2ra1(v) because of the claims are not ftiUy supported by the 
Claims 1-38 are objected to as lacking clarity under P<^Rule 66^W^ sufficiently clear and complete for the claimed 
description. The description does not disclose the f '""'XXms a« d^ t^^ompass the treamient of any disease 
invention to be carried out by a person skilled m the ion of^^.^ dis^ted by a genetic mutation in combination 

comprising administering an agem effective to the claims are dniwn to or 

with'an agent that allows a functional protem to be ^^^'^^J^'^'^^^^T^ 5^ disrupted by a mutation. THe nature of the 
encompass the administration to a subject an agem Aat ^"'J^f * f Pj?™"^ p^rtier. the claims are drawn to or encompass 

invemion is complex in that the ageiUs must act on the gene disrupted by « ^^^^^^ exacettettes the complexity of 

tfie treamiem of a genetic disease using the ^bovementioned meAod. T^^^ transcription from an ami promoter 

the invention. THe fP-«-^-^-*« Jf^^ how to us'e ofloxacin and tWoguajime 

in an in vitro assay (e.g. paragraphs I^^'HOOWJ. Table 2). ine s?.^ snecification teaches that agents may be idenafied 

to increase die expression of any gene that Z^^^^'^^^^^l^'ZL can be unpredictable. For example, 
using in vitro promoter assays. However. Ae use of m "^J^^J^^^^^ i„ patients do not induce fetal hemoglobin 
Stai^atoyamMpoulos teaches that compounds that f*^;"^^" ^^T^^ ^X^fi colmnn. last paragraph). Thus, the 
expression in clonal cultures when they ^-..^''"X^""',^! ^SST^y.^ F^^^ the use of nucleic acid molecules to 

results of an in vitro assay are not necessarily P^'^'^^^jl^^^^^^^ at the time the invention was made. Parakh- 



